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try, TAoyty, T&u-WyXtei-WyX' 
himm&tim. ( 19) W3&j£#ohmg-coa'j 

X«ZD-4 5 2 2-C'J) 1 3. tMWTy^fyy 

/^D7*-id 5 . -7iyty. ^tf/vy'try, tad 
y't°y. 7-fc?/U- i/t'>Xli~?-i/f>Tb h sm&& 
ft, ( 20) WltiLftCDHMG-CoAVy??— tfffi 

fcaja*. r^Ax^yxteyyAx^y-efcO, * 
s&jfcftwryy'tf-fyyyi i ssrattaaw. 
?y. ^yf^i^yXlitf/M^kPy-cfcO, Hfc 

-a^s/tv. rAoi/'tyxtir-fe'/u-^e 
>t* 6 Easasni. (2i) wmfoeM m g - c o 

yxttr-tf/i'-yey'pftsisaiajRft.xtt (22) 

«^HMG-C o A'J 7*7 

J:V^^)^C7)^/l/y r 7Af--vy^/l'7'a-y^-*^ 7 
A a y 1 y Xli 7 -fe? )V- i? f y T'J) h Eiiil . 
[0040] 

^.^f-y, ay<x?f-y. h*^Ax^f-yst>'ZD-4 
5 2 2*»4>=5r4SPA»i»aW?S'<l2.-HMG-CoA'J^ 
*~tfBMFSIi: 7 yy^fyyy I I *S»ttfii3PI t *» 
<b&9. 5gt#/l/y^A^y*/i/7n.y#-£^£L 

L, »tttav^». ffilLi&ft (ft(c, A) CStS't 

a<oji££ l < \mwrtm<r>t&<nmmmi t ix 

[004 1] «MHCiiitf . r7/U?fyfo#g 
w h m g - c o a y r ? ? — m.W® 1 7 y y'tf r y y 
yi i^tt88S^£it£fu 5Et. i&BCJEt 

mZtiZZbiz£*)&«&mWT7;<x?l-ymo 

HMG-CoA'J^^ — t«#J£^ * 1 ^tt 
[ 0 0 4 2 ] BP-*? . #»a@6Sij3&«H«*fc:*4ea03Lhw 

tm. *?tmzmHzti&&m.<nmM. mz. ±* 



lz&lXi>. 9mii r ^ v+i {i-TT-t-AoTfeO. 

mntfmmz&zzti&zttfm'S.X'h'), r 

7/ n'X ? f - yf^i^W H M G - C o A U ? 7 

«Si]t7yy^yyy i i 38fMi&DH. mz. *£® 

fcK^MWII'Clft^i - 1 I . t!ffl8tti± . 
*3SI"JS:ttaWfc:|a|ii*Kffl^t4 C t * { # * L< &o*§ 

i,z&$t&zti>XZ&. itz. W&ntti*). &mi 

omM&mmztk* i % < x t Mii/c^* iw s <o 

jfittoaiWt J: 0 t^^$ixS®ix^W* J ^fi!cSixl. 

xti»ftn®t j: o mrrt - 1 s^* s . 

[0043] ^HBtfc^-Cffiffl^iX&r^yN'X^f-y 

^•f-yyyi ig^f*:i$fii3 | Js.t/^^y , 7Af-ry^ 

xti^L-cwwt i liwwaa^wBfciiiw*^ 

twj, mUs *?r-tn>mx'b*)®. mvmmtz 

[0044] zix^comu. a/mtzsstx. mm. 
mm. &%m. mm. s^i. mmsm. mm 
mmMmmm^xm%\<n-xmxwmh zttfx-z 

[0045] m&mt Lxa. mm. an, e«. w 

SSI. 7y^h-;k yyut>-;WOj: 5 
h^^Eorj i/^fyv'y. >^VAi/B : fy~ry . aWh. 

rnyycDXo^m^mm ■ mf. mn^Mm. 

^ jM^ $ ix 5 £ 2 lAt«0 1 co £ 
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[0046] mmt txa. mm. xf-ru ym. 

t'-tfA, m<r>l o &7 •* ?ZM ; UK : Txtf y 
M : Kltf-b 'J^A^id^ffilTJS ; ; 77 

;HS ; KA*IH- h 'J*7A ; D yy ; JMTOK-^ 1- 

ft*).* 5=flrfflffiB ; &tf / ±ifi«^tt*^StR£ft 
* itiRffJ *#«X« 2 UUiO i W £ ffl^btfT $ffrt 

[0047] rnent ixa. mm. t Fo*^ro 

tfUt'-A'tr n'J K>\ 7?oi-/k &V\ ME 
[0048] flittflU: LTtt, ffiSBIJKt Fa 

J: o=5r-ft^fiili$ tittT>?> ■ t/l-a-mfrhMW 
$tll.^*S | ]^^!llX{±2ia±Ot05rffl^fc-ti:Tffi 

[0049] Klc£B(cj&tT. £5e#1 (Witf. 

y°v t'Wy KycoX 
t8ixf/H; ;nD7'^y-^. ^y^r^3- 
jv. y x.=.)V^)VTiva-)V<r>i.ot£7)Va-)vm: 

tcv i /-n-s : u+r-iv : ft h □!» ; aix. 

[0050] *&mzi$^x mmzti&ryxzf+y 
f^oHMG-coA'j^^- t'ffissi ryy 

itinz. mm. 7vv*tv i sv \ ise«fw*fiDM 

ifnF^ y b^ffl^*:-* > • b*# ( i n vivo) <0vS 

mmt£h<r>x\ ztih 2mmcr>tk5-mmMimzi l i 1 



i<m¥tn^m&<?>mii*tiL><?>mmimiz 
x. ry^ryyyi \$mw&m\tm 

hfflxtzmmzx^x . *tic<?>mmmizi&TL'& 
h. mm. ^yt* iix^ii? y**Wft 

comx'&m-t&m&it. *(o*%mm&x'hitjim 
ffiiMm&vamTMt txcomm < m sma/b ) 

X'bhm-lOOmgRVO. l-2 0 0mg£Jt^ 
T®<, %iX?tl®\ -80mg (ffitfcll. 10-4 
Omg) RX/0. 05-1 OOmg (SfjSCfi. 1 0- 
4 0mg) -CfcOfi*. 

[005 1 ] ±^tfcO. *»flfc*JV^T«fflS#lft 
7y*X9 + ym<r>m%.CD HMG-CoA'J/7?-t' 

mm r^rv^i i swiiswii 

B) ti, -eix-fil, ^l-80mg, 0. 05-100 
mg&t/O. l-100mg-C*>Of»*. 

[0052] zixh&mtcomm(?>ft5-$.cott&i . s 

*y&m%<n\\yiG-cohvy?9-*mm. r 
y^ryyyi i^m^imm/xli^^^J^ 
1-vy*j\sy°a-y/}-co®5-SL}£mt. a$t, ^ 

^il. 1:500: 5 0 0&V^L5 0 0 : 1 : 1 CD&B 

[0053] *%Bflttev^-Cffiffl$itl.r7A'x^^y 
HMG-CoA'J^ ^-Hfffl^fJ. 7 

y^^T'o -y^-ti. f n-efL±ieJS4ft2r 1 B 10. 

[0054] HTC KffJMSrTnL. *%b>1S- 

&i><7)X'l*ti:\\ 
[0055] 

[Hitwi *Jifi^Ji 

3llli0ilSc7)WlfllE*\ «3B«t:T9 5- 1 1 5mm 
Hg (DBP) . W&MiZXl 60-200mmHg 
(SBP) -C*0. *^«4>Jg3^xo-;Mi* 5 2 
4 0mg/d 1 &±Tt>bSbM4 O&Z 2 0^fo2gf 

tc^-tt. a i - 1 8 (Mwwt. 

ti, ^ix-eix, 6 1«, 166cmSt>'6 5kg-C'$> 
0. ^Jtti. 14/6t*ofc. K SRI -I IP 
l&WFi&f*. M^Mfftmit. %i\?ti. 6 4 
M. 1 6 4 cmai;64kgt*0. S*Jt«. 14/ 

ex'hitz. ) ti. jjBsmvfaE&nki. nm*m 

3WXf o-;HfcWE««irc*6a*2 0^^^ 1 - 
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1 1 1» {&m<rwm». tti? 

tl.6 2M. 1 6 5cm&V6 6kgT'S>9. ?§&Jt 
ti. 1 5/5X'h->tc. ) t U:. &frS-«MX 
<OIE«lWBfi«rfti^< . jEJMlE ( > 1 4 0/9 Om 
mHg)t'J)0, ^ISiMIa l^xo-yMI£ 

COO 5 6] 75rtXf+> ( 1 Omg) . n-tfvl^y 
(5 0mg)&I/7ADyey (5mg) SrSSl- I» 
<o«#fc 1 B 10, 6 *-fl«fflift4L. SI 1 - I I ®co 

%mizn7y'<z t+vm-foWb vftmmmtm lo 

O, crf/l^y ( 5 Omg) BX/T<Ua ; JV> (5m 

g ) £if5 1 - 1 1 mcosmiz is 10. 6 y^uffflts4 

U Jgfc. crtfvl^y (5 0mg)fil/7Aoy'ty 
(5mg) &3S1-I I IS¥<9&#£1B10, 6*£ 

[0057] Zftt>&%<D%.>bmg& ( L V mas 
s . g ) &tf&&£S**B» (LVmass Inde 



x)«\ 2iS:jota3*-y^77< (ti-l/7h 
vs--/^-h\ yyx2 0 0 0M) S:fflUH y7 , 7-^5 
-7D-7 7 fy/SK, fct'SJBRJWiSS (LV 
end-diastolic dimension:E 
DD), 't"gm&?)!9- # (ventricular s 
eptum thickness : V S ) %.Xf<bM*£3 
SMjcO/P^ (poterior wall thick 
n e s s : PW) 04/<?j(-?--£MgU MTtoft 
C^t, WttLfc. 

[0058] LV mass (g)=0. 80 x 
{1.04 x [ (EDD + VS + PW) 3-ED 
D*] ) +0. 6 

LV mass Index = LV mass/(jtg| 
t# <»*lfcS'l>SSftfB« (LV mass Inde 

x) <offi£«lfcjjrf. ft. ny bo--/H¥o:fri>SK 
4^S(LV mass Index) 11 83+10 
g/m*T*J>-?*:. 

[0059] 

[*1] 



£'DS«JI*S« (LV 



mass Index) g/m 2 



II - IS 
;i - 1 ISP 
;i- i i i 



143±1 2 
142+18 
142+18 



1 07±1 3 
122+11 
1 22±1 1 



J: 0 . ^fifCJ+A*: femm?) L V massl 

y&l>'7Au y'fy^SP) Tli. 2 4 %a»T* 
0, SSI - I If? ofvl^yJU/rAo^ 
fy^Sf) Tt4, 1 3%31«T*>9, SSI- I I IP 

fiST'S) 1 ). Sfl- ifflf (m^u^fy. o-tfvi^y 
&tf TAo^f yf&jfl¥ ) *«fthJt L V mass j§ 

[00 6 0] HMWi i:H*(ci/r. T-^Ax^yi 

Omg 5.tA'o-t;U ? y 5 0 m g ^?P&lf T yrtZ. 9& 
y 1 0 m g&lfct/MIJvl'* y 5 m g j&SSttflHlfc L 
Vmass 5MSJ^$r^'fo 

[ 0 0 6 1 ] X, 5'v hfEflffS't'SIB^^SfflV^ 
$tfefl2 

( >U0ffr£ ) #S250~300 gCDlitt "7 -f X ? y 
■yh (jM4>3l^xf D-;H1(±]E^) Sr^fflL, ISSbu 
J; 90.32wt%«-+ h 'J «7A*-Mrt*jE«-#- b U "7 

*A*i. SJg^ffl (22±rC) fc8*«)T\ IWj: 



fftt<Oiafc^««24l*Bg» (C<0B*Day Off*) t 

g&ilffyi>x 3 - £ Hflr L . l W10Ej&> 4> * 6 &*>4*¥C 

®) s S52 - I » (r^X^f-ya-^B : &*+5 mg 
/kg/day ) , » 2 - I I » ( : 2 mg/kg/da 
y),*2-III» (7ysWf-y*CS-8661ftm® : 
&5 mg/kg/day, 2 mg/kg/day) . EP*>. SSISMffTfi 1 
ft<0&&#»tiOT<0 J: 3 fcff*fc*ifc : 5 y Mi** 
5y (90 rag/kg) OKKrtS^-fci'JSBUfc. Jg» 
a. 7 >y htiM^'-v'cO^Uxf-uy^r-f-^Sr^ 
U 'M&^fflAl^lSfs (Model 683. Harvard Apparat 
us, Boston. MA) (C«fc "3£Sl£Al»fiftU:. £88* 

( mmmmmmco'C^mmcomm > ? -y h •« y y * 

;l/7^(c-C8 ml/minCO— ^SSMT'JlffiLTt. 'Ci«i 
^H^«14. 8MWclE»L>S*ife (Stewarts, 199 

4) izm\ ^yyt—ezm^mwizttMUz. m 
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Sflltlli, 138 mmol NaCl , 4.7 mmol KCU 1.5 mmol Ca 
Cl 2 . 1.2 mmol MgCl 2 , 10.0 mol~7W% s 10.0 mmol 
tn-t>!L 5 mmol HEPES, 20 U/M VXW£tt-? 
Z>Wmm%Ltz7V7"X-'\y*L ; 7-i h (Krebs-Hensele 
it) (pH7.4) HWBLfc. 55J-ra?18gUWtS 

mg/mlcT)^'?^"^ - -fe'-B (Boehringer Mannheim Corp., 
Indianapolis, IN, USA) SrgsflnLfc. 3 5yt-W 
<OiI8i£ 10*> £> 154Wf o fctf^a-Ufcli 

70 mol 5 yK, 25 mmol KCU 10 



mmol K 2 HP0 4 . 10 mmol x a >>IL 10 mraol ? ^ 'J y, 11 
mmol 7' K?H, 2 mmol tVl/t>lL 2 mmol ATP. 2 mrao 
1 ^UTf-y'JyfL 10 mmol HEPES. 5 mmol MgCl 2 £ 
-k^-tlWSMM%Lt^yy Y-7)VV (Kraft-Brule) 

mm (ph 7.2) <7)#TMfr<mMA,t:. '&t>titm 

[0062] 
1*2) 



I? 



*2-I» 
S52-I Iff 
S2- I I IP 



27 3 
38 1 
30 5 
294 
244 



«w^^sMijfi»*&s*, -eft-en. $2- is (7 

y'W!-y&5-m) Ttt. 7 6 Oju SfS2 
-I Iffif (*;M^^>ia48) "CI4. 8 7 2//m*il 
US*, H2- I I IS (r7A•X;?f-y&^/7r;^;<-^f 
/^?yt£- ! ?-S) T'ti, 1 37 0jum*iS*i$ii\ S2-I 

mm 

u-^)V9 y 

7y**9f-y7h VVJ* ttt 
SSOT0H2 

u^f)V9y 
?L« 

JJWBf*>«**8teU CT««cJ: l ?fJ*l/C, 111 
SOTflaj3 



1 IS (r5^**y&tftf/Mifrk?yS4») # 



50. Omg 
10. Omg 



5. 
108. 
25. 
2. 



Omg 
Omg 
Omg 
Omg 



200 mg 
20 0mg<Dmit-f&. 



50. Omg 
10. Omg 
113. Omg 
25. Omg 
2. Omg 



200 mg 
2 0 0mg<7)m\t-t$>. 



5. Omg 
10. Omg 
158. Omg 
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[00 63] 

>\ UJ<,X91-y, \z°?/<.X?+yRVZD-45 22 
6»!&»68ffiS tl& H M G - C o A V 7 9 9 — tf 



2 5. Omg 
2. Omg 
200 m g 

•tttat^fc*. »*IMIj (*Mc. A) 

r*6. 



(51) Int. CI . 7 
A 6 1 K 45/06 
A 6 1 P 3/06 
9/10 
9/12 
43/00 



BJJ'JSW 

1 0 1 
1 1 1 



F I 

A 6 1 K 45/06 
A 6 1 P 3/06 
9/10 
9/12 
43/00 



T-73-K 



1 0 1 
1 1 1 



mmm * mm 

&mnmkto--ffio& 7 » a 2 



F^-A(##) 4C084 AA17 AA18 NA14 ZA361 

ZA421 ZA451 ZC201 ZC331 
ZC501 

4C086 AA01 AA02 BA17 NA14 ZA36 
ZA42 ZA45 ZC20 ZC33 ZC50 

4C206 AA01 AA02 DB03 DB56 NA14 
ZA36 ZA42 ZA45 ZC20 ZC33 
ZC50 



